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DETAILED ACTION 



1 . Applicants amendment, filed November 22, 2006 is acknowledged. Applicants amended the 
specification, paragraph [005]. 

Maintained Rejections 
Claim Refections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

2. Claims 22, 45, 46 remain rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant art 
that the inventor(s), at the time the application was filed, had possession of the claimed invention. 

The claims are drawn to a method of slowing or treating cancer using an effective amount of 
null insulin-like growth factor I (null-IGF-I). The claims in question recite specific null-IGF-I that 
have alterations of residues 28-37 replaced with four glycine residues (claim 22), and specifically 
mutated IGF molecules as recited in claims 45-46. 

Lack of Ipsis Verbis Support 

The specification is void of any literal support for the specific IGF molecules claimed. The 
specification, on page 10, provides support for the null IGF molecule Y60L, where the 60 th residue 
of the IGF molecule has been replaced by Leucine. However, the specification does not provide 
any literal support for other Null IGF-1 molecules claimed such as [Ala-31, Leu-60 IGF-I], [Leu24, 
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Leu 60, IGF-1], [Leu24, Ala31, Leu60] IGF-I, [1-27, Gly4, 38-70]; [Ser24]IGF-l, and [Leu24, 1- 
62JIGF-1, and any IGF molecule where residues 28-37 have been replaced with four glycine 
residues. 

Lack of Implicit or Inherent Support 

"While there is no in haec verba requirement, newly added claim limitations must be 
supported in the specification through express, implicit, or inherent disclosure." See MPEP 2163. 
Thus, support can be furnished implicidy or inherendy for a specifically claimed limitation. 
However the specification lack any implicit or inherent support for the claimed IGF molecules. On 
page 5, which defines Null IGF, the specification states that Null-IGF include "variants in which 
one or more which one or more of IGF-Fs tyrosine residues (i.e., residues 24, 31, or 60) are 
replaced with non-aromatic residues (i.e, other than tyrosine, phenylalsnine or tryptophan), variants 
where amino acid residues 49, 50, 51, 53, 55 and 56 are altered (for example, where residues 49-50 
are altered to Thr-ser- He or where residues 55-56 are altered to Tyr-Gln), and combinations 
thereof." The specification fails to provide any support that "non-aromatic" amino acids 
specifically include Serine, providing support for [Ser24]IGF-l. In the context of non aromatic 
amino acids, the specification only provides support for the substitution of leucine in position 60. 
Further, the definitions do not lead one to conclude that truncated analogs such as [Leu24, 1- 
62JIGF-1 and analogs with four glycine residues are within the meaning of the Null IGF definition. 

In a telephone interview, Applicants stated that support for the specific analogs could be 
found in the reference of Cascieri et al. (1988 and 1989), Bayne et al. (1990), and Baxter et al. (1992), 
cited on page 5 of the specification and which are incorporated by reference into the disclosure. 
However, this does not provide support for the specific IGF-1 molecules for two reasons. 
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First, 37 CFR 1.57(c) prohibits incorporation by reference to essential subject matter using 

non-patent literature. 37 CFR 1.57(c) recites: 

(c) " Essential material " may be incorporated by reference, but only by way of an 
incorporation by reference to a U.S. patent or U.S. patent application publication, 

which patent or patent application publication does not itself incorporate such essential 
material by reference. "Essential material " is material that is necessary to: 

(1) Provide a written description of the claimed invention, and of the manner and process 
of making and using it, in such full, clear, concise, and exact terms as to enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and 
use the same, and set forth the best mode contemplated by the inventor of carrying out the 
invention as required by the first paragraph of 35 U.S.C. 112; 

(2) Describe the claimed invention in terms that particularly point out and distinctly claim 
the invention as required by the second paragraph of 35 U.S.C. 112; or 

(3) Describe the structure, material, or acts that correspond to a claimed means or step f 
or performing a specified function as required by the sixth paragraph of 35 U.S.C. 112." 

The claimed subject matter is "Essential material" since it provide it provides written 
description as defined in sub paragraph (1). Since the "Essential material," claimed in the instant 
application, is not recited in a "U.S. patent or U.S. patent application publication, which patent or 
patent application publication does not itself incorporate such essential material by reference," it is 
improper to provide support via the "incorporation by reference" means. 

Secondly the decision of Ex Parte Raible . 8 USPQ2d 1709 (BPAI) is controlling in this case. 
In Raible , Appellants attempted to use the doctrine of incorporation by reference to provide support 
for a claimed limitation. The Board stated the doctrine of incorporation by reference could not be 
used by Appellant since the specification did not contain a specific indication of the features 
disclosed by the incorporating reference which corresponded to the features specifically claimed. See 
Raible at 1710. Further the specification did not "identify the specific portions of the patent which 
appellant may have intended to rely upon to supplement his disclosure." Raible at 1710. The 
Board concluded "[t]he purpose of incorporation by reference in an application of matter elsewhere 
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written down is for economy, amplification, or clarity of exposition, by means of an incorporating 
statement clearly identifying the subject matter which is incorporated and where it is to be found, " Raible at 1 71 0. 

Here, the instant specification fails to provide "an incorporating statement clearly identify 
the subject which is corporate and where it is to be found." Bayne reference recites teaches seven 
IGF analogs that have point mutation at positions 24, 31, 60, multiple mutations at 24, 31, and 60 
that meet the definition of Null IGF, Cascieri et al. (1989) disclose one IGF molecules that falls 
within the claimed definition, Baxter (1992) discloses numerous analogs, such as [Tyr 15, Leul6] 
IGF-i, [Gln3, Ala4, TyrlS, Leul6] IGF-1, [Ser24 IGF I], [1-62 IGF 1], [Leu 24, 1-62] IG-1, [Tyr 55, 
Gin 56] IGF-1, [1-27, Gly4, 38-70] IGF-1, [1-27, Gly4, 38-62] IGF-1, that fall within Applicants 
definition of IGF, and Cascieri (1988) teahes three IGF molecules . Of these, only few have been 
claimed in the instant application. The instant specification does not provide any "statement clearly 
identify" that the specifically claimed IGF analogs fall within the definition of the claimed invention 
and are incorporated by reference. Hence, it cannot be said that the reference cited provide implicit 
or inherent support. 

Response to Arguments 

Applicants state that paragraph [0034] recites that the "[t]he patents, patent applications, and 
publications cited throughout the disclosure are incorporated herein by reference in their entirety." 
Accordingly, the references Cascieri, Bayne and Baxter references referred to in paragraph [005] 
provide written description for the null IGF's claimed in claims 22, 45, 46. 

Further, Applicants state that information incorporated by reference does not fall within the 
definition of "essential material" provided by the C.F.R. The claimed invention is directed to 
methods of slowing the growth rate of a tumor or slowing progression of cancer comprising 
administration of uncomplexed null IGF-L "The present invention, however, is not based on the 
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discovery of new null IGF compounds. Therefore, the material incorporated by reference relates to 
specific null IGFs already known in the art and the application specifically indicates that the IGF-I 
variants in the Cascieri, Bayne and Baxter references are suitable for use in the present invention. 

Applicant's arguments have been fully considered but have not been found persuasive. 

Unlike Applicants contentions, the subject matter in issue of claims 22, 45, and 46, is 
required to practice the claimed invention. The claims require that specific null IGF-I molecules be 
utilized to slow the growth rate of a tumor or slow progression of cancer and therefore are necessary 
to practice the claimed invention. Thus, the null IGF-I, which is altered such that residues 28-37 are - 
replaced with four glycine residues, and null IGF-I, [Leu 60] IGF-I, [Ala31, Leu60] IGF-I; [Leu24, 
Leu60] IGF-I; [Leu24, Ala31, Leu60] IGF-I; [1-27, Gly4, 38-70] IGF-I; [Ser24] IGF-I; and [Leu24, 
1-62} IGF-I are necessary to provide a written description of the claimed invention, as required by 
the first paragraph of 35 U.S.C. 112. 

Applicants state that material incorporated by reference relates to specific null IGFs already 
known in the art and the application specifically indicates that the IGF-I variants in the Cascieri, 
Bayne and Baxter references are suitable for use in the present invention. However, as stated in the 
previous office action, the specification did not "identify the specific portions of the patent which 
appellant may have intended to rely upon to supplement his disclosure." Raible at 1710. In Riable . 
the Board concluded "[t]he purpose of incorporation by reference in an application of matter 
elsewhere written down is for economy, amplification, or clarity of exposition, by means of an 
incorporating statement clearly identifying the subject matter which is incorporated and where it is to be found. " Raible 
at 1710. The instant specification fails to provide "an incorporating statement clearly identify the 
subject which is corporate and where it is to be found," because of the null IGF molecules 
disclosedin Cascieri, Bayne and Baxter, only a few have been claimed in the instant application. 
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Applicants have failed to address how the incorporating statements clearly identifying the subject 
matter which is incorporated and where it is to be found. 
Rejection is maintained. 

New Grounds For Rejections 
Specification 

3. The amendment filed 11-22-06 is objected to under 35 U.S.C.. 132(a) because it introduces 
new matter into the disclosure. 35 U.S.C. 132(a) states that no amendment shall introduce new 
matter into the disclosure of the invention. The added material which is not supported by the 
original disclosure is as follows: 

Applicants have amended the specification to recite specific Null IGF-1 molecules disclosed 
in the reference of Cascieri et al., Bayne et al. and Baxter et al. Specifically, the amendment added 
the Null IGF-1 molecule [Ser24] IGF-I as being taught by Cascieri et al., Ala31, Leu60] IGF-I, 
[Leu24, Leu60] IGF-I, and [Leu24, Ala31, Leu60] IGF-I as being taught by Bayne et al. and IGF-I, 
and [Leu24, 1-62] IGF-I as being taught by Baxter et al. 

The original disclosure did not contain any disclosure of specific Null IGF molecules taught 
by the three references. The specification only stated that "[descriptions of null IGF-I's may be 
found in Cascieri et al. (1988) Biochemistry 27:3229-3233; (1989) J.. Biol. Chem. 264:2199-2202), 
Bayne et al. (1990) J. Biol. Chem. 265:15648-15652) and Baxter et al. (1992) J. Biol. Chem. 267:60- 
65)" (see page 5 of the original disclosure). While the specification did state "[t]he patents, patent 
application, and publication cited throughout the disclosure are incorporated herein by reference in 
their entirety," this does not provide ample support for the amendment for the following reasons. 

37 CFR 1.57(c) prohibits incorporation by reference to essential subject matter using non- 
patent literature. 37 CFR 1.57(c) recites: 
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(c) " Essential material " may be incorporated by reference, but only by way of an 
incorporation by reference to a U.S. patent or U.S. patent application publication, 

which patent or patent application publication does not itself incorporate such essential 
material by reference. "Essential material " is material that is necessary to: 

(1) Provide a written description of the claimed invention, and of the manner and process 
of making and using it, in such full, clear, concise, and exact terms as to enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and 
use the same, and set forth the best mode contemplated by the inventor of carrying out the 
invention as required by the first paragraph of 35 U.S.C. 112; 

(2) Describe the claimed invention in terms that particularly point out and distinctly claim 
the invention as required by the second paragraph of 35 U.S.C. 1 12; or 

(3) Describe the structure, material, or acts that correspond to a claimed means or step f 
or performing a specified function as required by the sixth paragraph of 35 U.S.C. 112." 

The claimed subject matter is "Essential material" since it provide it provides written 
description as defined in sub paragraph (1). Since the "Essential material," claimed in the instant 
application, is not recited in a "U.S. patent or U.S. patent application publication, which patent or 
patent application publication does not itself incorporate such essential material by reference," it is 
improper to provide support via the "incorporation by reference" means. 

The decision of Ex Parte Raible . 8 USPQ2d 1709 (BPAI) is controlling in this case. In 
Raible . Appellants attempted to use the doctrine of incorporation by reference to provide support 
for a claimed limitation. The Board stated the doctrine of incorporation by reference could not be 
used by Appellant since the specification did not contain a specific indication of the features 
disclosed by the incorporating reference which corresponded to the features specifically claimed. See 
Raible at 1710. Further the specification did not "identify the specific portions of the patent which 
appellant may have intended to rely upon to supplement his disclosure." Raible at 1710. The 
Board concluded "[t]he purpose of incorporation by reference in an application of matter elsewhere 
written down is for economy, amplification, or clarity of exposition, by means of an incorporating 
statement clearly identifying the subject matter which is incorporated and where it is to be found. " Raible at 1 7 1 0. 
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Here, the instant specification fails to provide "an incorporating statement clearly identify 
the subject which is corporate and where it is to be found." Bayne reference recites teaches seven 
IGF analogs that have point mutation at positions 24, 31, 60, multiple mutations at 24, 31, and 60 
that meet the definition of Null IGF, Cascieri et al. (1989) disclose one IGF molecules that falls 
within the claimed definition, Baxter (1992) discloses numerous analogs, such as [Tyr 15, Leul6] 
IGF-I, [Gln3, Ala4, TyrlS, Leul6] IGF-1, [Ser24 IGF I], [1-62 IGF 1], [Leu 24, 1-62] IG-1, [Tyr 55, 
Gin 56] IGF-1, [1-27, Gly4, 38-70] IGF-1, [1-27, Gly4, 38-62] IGF-1, that fall within Applicants 
definition of IGF, and Cascieri (1988) teahes three IGF molecules . Of these, only few have been 
claimed in the instant application. The instant specification does not provide any "statement clearly 
identify" that the specifically claimed IGF analogs fall within the definition of the claimed invention 
and are incorporated by reference. Hence, it cannot be said that the references cited provided the 
required support. 

Applicant is required to cancel the new matter in the reply to this Office Action. 

Allowable Subject Matter 

4. Claims 1-10, 16, 18-21, 23-44, 47-50 are allowed. 

5. Applicant's amendment to the specification necessitated the new ground(s) of rejection 
presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS 
from the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the 
mailing date of this final action and the advisory action is not mailed until after the end of the 
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THREE-MONTH shortened statutory period, then the shortened statutory period will expire on 
the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will the statutory 
period for reply expire later than SIX MONTHS from the date of this final action. 

6. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Anish Gupta whose telephone number is (571)272-0965. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Cecilia Tsang, can normally 
be reached on (571) 272-0562. The fax phone number of this group is (571)-273-8300. 



